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   The protective effect of fosfomycin (FOM) against the  cis-diamminedichloroplatinum (CDDP)-
induced nephrotoxicity was evaluated clinically. Thirty-six cases suffering from urogenital 
cancers were subjected to CDDP therapy in which 50 mg of CDDP was administered on Day 
0, with one week regarded as one course of treatment. The daily excretions of urinary N-acetyl-
(3-D-glucosamidase (NAG) and $s microglobulin (jl MG) levels were measured on Day 1, 3 and 5. 
Creatinine clearance (Ccr) was also determined on Day 1. CDDP was administrated once a 
week for 6 weeks. Group A consisted of 18 patients who were treated with CDDP alone every 
alternate odd week. In the other even weeks, they received both FOM 4.0 g and CDDP on 
Day 0 and FOM 4.0 g on Day 1 and 2. The maximum values together with the total amounts 
of urinary NAG and urinary ps MG were measured. Group B, also consisting of 18 cases, was 
divided into two sub-groups, one which was always administered with CDDP alone and another 
which received both FOM and CDDP. The maximum values of each course in urinary NAG 
and 13z MG were measured and Ccr level was also obtained. The changing pattern in the maxi-
mum values of two parameters and Ccr level between two subgroups was compared. 
   Group A: The maximum values of urinary NAG excretions obtained in 4th week, using 
the combined therapy of CDDP and FOM was significantly lower than that obtained in the 3rd 
week. The total amounts of urinary NAG excreted in the even weeks during which FOM was 
coadministered with CDDP was significantly lower than those observed in the odd weeks.No 
trends were found in the maximum or total amounts of N2 MG excreted. 
   Group B: The maximum amounts of urinary NAG in the group receiving both FOMand 
CDDP decreased gradually. The values obtained in the 6th week after the commencement of 
treatment was significantly lower than that obtained in the 1st week. On the other hand, the 
group receiving CDDP alone without FOM showed no reduction in the amount of NAG excreted. 
No trends were found in the amount of excreted urinary Nz MG. 
   The Ccr level in both subgroups showed the same tendency to decrease along with increase 
in the number of new drug courses. In addition, the level of Ccr obtained from the 6th week 
was significantly lower than that obtained before CDDP administration in both groups. 
   In conclusion, the combined administration of FOM was found effective in reducing the 
acute nephrotoxicity of CDDP (renal tubular damages) which was characterized by the excretion 
of urinary NAG. However, chronic disturbance of renal function by CDDP nephrotoxicity, 
indicated by the reduced level of Ccr, was not inhibited by FOM administration.
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緒 言
最近抗生剤であるFOMにCDDP腎 毒性の軽減
効果があるとい う報告が なされている.今 回筆者は
FOMの 効果 につい て評価し,腎毒性予防の有効性
について臨床的意義づけを行ってみた,
対象および方法
尿路 性器 癌36症例(膀 胱21,尿 管5,前 立 腺9,陰
茎1)を 対 象 と した,
投 与方 法 は,CDDP50mgを 毎週1回 投 与 した.
2,000m1の電 解 質 液 と20%マンニ トール300mlで 補
液 し た,CDDP投 与 日 をDayOと しDay1,3,5
に 尿NAG,尿 β2MGの1目 総 排 泄量 を 求 め た.
またDaylにCcrを 算 出 した.以 上 を1ク ー ル と
して6週 継続 し,6ク ール 施行 を 目標 と した.
36例をAとBの2groupに 分 けた.
GroupAl8例に おい て は,1,3,5の 奇 数週 に
はCDDPの 単 独 投与 を 行 い,2,4,6の 偶 数 週
には,DayO,1,2の3日 間 連続FOM4.09を 併
用 投与 した.そ し て 奇 数 週 お よび 偶数 週 に お け る尿
NAG,尿 β2MGの 最 高値 の比 較(1週 と2週 ,3週
と4週,5週 と6週をpairとした比較)お よび奇数
週および偶数週における3日間の総排泄量の比較(1,
3,5週 の週間総排泄量 の平均値 と,2,4,6週














1)GroupAl8例の 結果 を 示 す.
Fig・1はgroupAの 各 クー ル に お け る尿NAG
の 変 化を み た もので あ る.opencircleはFOM併

























































「 一一 一 一一 一P<0・05-一 一 一一一1
〉
奇数週(FOMθ週) 偶数週(FOMC+)週)
Fig.3.週間NAG総 排 泄 量
の奇数週を示す.同 一症例のDayl,3,5の値を線







第1週 と2週,3週 と4週,5週 と6週をそれぞれ比
較し,差があるかを検討 したものである.3週 と4週







有意に低値を示 した.よ ってNAGの 週間総排泄量
はFOM投 与により抑制される結果であった.
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Fig.5.尿 β2MG:FOM併 用 時 と非 併 用 時 の 比較
投 与 に て も尿 β2MGが1,000Ptg/day以上 に は な ら
な い反応 の少 な い症 例 と,1,000から25.OOOptgfday
まで著 明 に増 加す る症 例 とがみ られた.
Fig.5はFOM併 用 週 と非 併 用 週 の 尿 β2MGの
最 高 値 の 比較 で あ る,FOM併 用群 で 高値 とな る も


































































































とに比較 したものである.FOM併 用群は6週 で有




同様に尿 β2MGの動きをFOM併 用群 と非併用
群において比較したが,明 らかな差を認めなかった.
Fig.8は,各週のCcrを各症例ごとにプロットし
たものであ る.左 がFOM非 併用群であ り,右が
FOM併 用群である.両 群とも週が進む につれて低
下する傾向を示した.
Fig.9はFig.8のCDDP投与前 と6週の値を





































































































































































で比較す る と,FOM併 用の4週 で有意 に低値 を示

































CDDP投与して も尿NAGは 上昇 しないが,尿
β2MGだけは上昇高値をとる結果が生 じるのかもし
れない.
CDDP腎 障害は尿細管障害とそれに続 いてお こ







な腎機能障害が問題 になる と考えられる.臨 床医が
斉藤,ほか:CDDP腎毒性 ・FOM




低下が予防し得 るか とい う点が関心事になるわけだ
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